tion, strokes, and VTE (11) , and the odds of such incidents in women taking OCs are three times higher than those in nonusers (12) (13) (14) . In recent decades, the chemical composition of OCs has undergone changes. Compounds containing estrogen are known as important risk factors for this medical condition in postmenopausal women (15, 16) . In this context, the estrogen content of OCs was decreased and new progestins were incorporated. Despite these changes, the incidence of vascular complications resulting from the use of these pills is still high (17, 18) . A meta-analysis of observational studies and clinical trials on postmenopausal women showed that the use of OCs containing estrogen increased the risk of VTE by up to three fold, which significantly increased in the first year of the drug use and when combined with other risk factors (15) . Furthermore, the newer generation OCs presented higher odds of a VTE risk, when compared with the older generation OCs (2, 12, 19) . Therefore, the present meta-analysis was designed to evaluate the effects of different generations of OCs on the incidence of VTE. T Figure 1 : the flowchart of the study. 
Methods:
This study was designed based on the instructions for conducting Meta-analysis of Observational Studies in Epidemiology Statement (20) .
Search Strategy
Two independent reviewers conducted an extensive search in various databases. All the articles indexed in the electronic databases of PubMed, ISI Web of Sciences, EMBASE, CINAHL, and Scopus from 2000 to 2012 were evaluated. The keywords were determined by using the Medical Subject Headings (MeSH) of PubMed, which consisted of words related to "thrombosis," including thromboembolic event, thromboembolism, embolism, thromboembolic, thrombotic, and thrombosis, combined with oral contraceptive. Only articles in English were evaluated. To evaluate additional articles with unpublished data, hand search was carried out in the list of "relevant studies."
Selection Criteria
The cohort and case-control studies conducted on 15-50-year-old female subjects, who took oral contraceptives, were included. The inclusion criteria were as follows: 1) study population consisting of subjects taking oral contraceptives; 2) studies in which the clinical outcomes, including deep vein thrombosis (DVT), pulmonary embolism (PE), and cerebral venous thrombosis (CVT) had been evaluated; 3) studies in which diagnosis of thromboembolism had been carried out by using standard and well-validated diagnostic criteria; and 4) studies with a nonuser control group. Studies that were conducted before 2000, related to special populations such as postpartum, and of editorial, review, and letter to the editor types were excluded.
Quality assessment and data extraction
The summaries of the studies were independently evaluated and recorded in data sheets by the two reviewers. The data were collected in a blind manner in relation to the authors, journal, and organization or institution. The reason for exclusion was recorded and disagreement was resolved by a third reviewer. The number of subjects, adjusted odds ratio (OR), relative risk (rr), and rate ratio with 95% confidence interval (CI) were extracted from the relevant studies. If it was not possible to extract data from a study, the corresponding author was asked to provide the necessary data. The data and results in relation to the generation of OCs were recorded separately. Finally, the findings were incorporated into a flowchart designed based on Preferred Reporting Items for Systematic Reviews and MetaAnalyses (PRISMA) Statement Guidelines (21) .
Data Synthesis
The outcomes consisted of DVT, PE, and CVT. Three cohort (22-24) and 17 case-control studies (2-4, 14, 19, 25-36) met the inclusion criteria. One study had calculated the rate ratios (23), one had determined the rr (24) and the others had evaluated the OR (2-4, 14, 19, 22, 25-36) . As the type of the study had no effect on the results, based on a logistic regression model, all the 20 articles were included into one meta-analysis. In the sensitivity analysis, only studies with quality rates of good and fair were included. The funnel plot was used to evaluate selection bias (37) and "trim and fill" technique was used to identify publication bias (38, 39 Quality was used to evaluate the quality of the studies (40). The reviewers evaluated each study in relation to its design, presence of bias in the selection of samples, and performance and reporting of outcomes. Each study was given a general score of good, fair, or poor. Studies with the least bias were given a score of "good;" studies in which there was a possibility of bias, but their results had not been influenced, were given a score of "fair;" and studies with obvious indications of bias and elimination of large amounts of data or great discrepancies in reporting the outcomes were given a general score of "poor." The inter-rater reliability of the two reviewers was 83%. Chi-squared and I 2 tests were used to evaluate the heterogeneity among the studies, and statistical significance was defined at p < 0.1. If the studies were homogeneous, then the fixed effect model was used; otherwise, meta-analysis was conducted based on the random effect model. The results of the studies were pooled and an overall OR was calculated, which indicated the odds of affliction with thromboembolism in women taking OCs, when compared with that in nonusers. The calculated OR was also presented separately in relation to the generation of OCs. As meta-analyses were performed in at least three studies in which OR had been presented, it was not possible to report the OR for the fourth-generation OCs. Statistical analyses were carried out by STATA 11.0 (Stata Corporation, College Station, TX).
Results:
After elimination of duplicate reports, 162 potentially relevant articles were identified ( Figure 1 ). A total of 20 articles (13,265,228 subjects) were included in the meta-analysis, consisting of three cohort (22-24) and 17 case-control studies (2-4, 14, 19, 25-36) (Table 1 and Figure 1 ). Five studies had evaluated the relationship between first-generation OCs and VTE (4, 14, 24, 30, 32) ; eight studies had examined the second-generation OCs (4, 14, 19, 23, 24, (29) (30) (31) (32) and seven studies had investigated the third-generation OCs (14, 19, 23, 24, 29, 30, 32) . The endpoint of all these studies was the occurrence of DVT, pulmonary embolism, and cerebral embolism. The diagnostic tests used were Doppler ultrasound for DVT and computed tomography angiography for pulmonary and cerebral embolism. Logistic regression analysis showed the feasibility of pooling the studies (p = 0.12).
Heterogeneity and publication bias
The studies included in the meta-analysis were not sufficiently homogeneous to allow conducting metaanalysis based on the fixed effect model. Therefore, in all the analyses, random effect model was used. There were no selection and publication biases in three of the four meta-analyses (one meta-analysis of the firstgeneration OCs had publication bias). The limited number of studies (five studies) did not allow the exclusion of outlier studies to eliminate bias. The results of these four meta-analyses were as follows.
Meta-analysis A) Effect of OCs on incidence of VTE (without generation consideration)
Systematic review of 19 studies showed an OR/rr range of 1.32-8.45, which was statistically significant (2-4, 14, 19, 22-36) . Only one study did not indicate an increase in the OR (3). The meta-analysis showed that the odds of VTE in women taking OCs was threefold higher than that in nonusers (OR = 3.13; 95% CI: 2.61-3.65) ( Figure  2 ).
B) Effect of first-generation OCs on incidence of VTE
All the five studies on the relationship between the incidence of VTE and first-generation OCs showed a high OR (26,327 users and 5,909,630 nonusers). Of these five studies, four were case-control (4, 14, 30, 32) and one was cohort (24) . This increased risk was significant in four studies (4, 14, 30, 32) . The adjusted OR range in the studies was 1.57-8.1. The meta-analysis showed that the odds of VTE in women taking first-generation OCs was 3.5-fold higher than that in nonusers (OR = 3.48; 95% CI: 2.01-4.94) ( Figure 3 ).
C) Effect of second-generation OCs on incidence of VTE
The eight relevant studies indicated a significant relationship between the second-generation OCs and VTE (4, 14, 19, 23, 24, 29, 30, 32) . Among these studies (2,537,189 users and 10,703,873 nonusers), six were case-control (4, 14, 19, 29, 30, 32) and two were cohort (23, 24) . Separate subgroup analysis of the study type showed that the overall OR reported in the case-control studies was 3.57 (95% CI: 2.92-4.2) and the rr reported in the two cohort studies was 2.09 (95% CI: 1.82-2.34). The overall OR for the incidence of VTE in the secondgeneration OC users was 3.08 (95% CI: 2.43-3.74) ( Figure 4 ).
D) Effect of third-generation OCs on incidence of VTE
Seven studies (2,536,993 users and 10,703,127 nonusers) had evaluated the effects of third-generation OCs on the incidence of VTE (14, 19, 23, 24, 29, 30, 32) . Among these, five were case-control (4, 14, 19, 29, 30, 32) and two were cohort (23, 24) . Subgroup analysis based on the type of the study showed an OR range of 3.39-7.7 (overall OR = 4.74; CI: 3.42-6.08). The rr calculated from the two cohort studies were 4.0 and 4.47, respectively. The pooled analysis of all the seven studies showed an OR of 4.35 (CI: 3.69-5.01) ( Figure 5 ).
Discussion:
The results of this meta-analysis showed that OCs are important risk factors for VTE in women. The risk of such events was higher with the use of third-generation OCs, as evidenced by other meta-analyses (41) (42) (43) . A study performed in 2001 showed that the risk of VTE in women taking third-generation OCs was 1.7-fold higher than that in women taking second-generation OCs (42). (23, (44) (45) (46) .
Quality issue
In the present study, the application of three techniques resulted in qualitative confirmation of meta-analysis. Initially, subgroup analysis was carried out separately for each generation of OCs. In this context, only confirmed and documented cases of thrombosis were included in the meta-analysis. In the second stage, to evaluate the implementation of appropriate adjustments for confounding factors, OR was separately calculated for approximate OR or rr and was adjusted. As the OR calculated from both the analyses were almost the same, the presence of a confounding factor was unlikely. Therefore, only adjusted OR or rr was reported. In addition, in the present meta-analysis, only women at childbearing age (age under 50 years) were included, which eliminated the effect of age. In the third stage, the quality assessment of exposure was evaluated, which was conducted by separating the different generations of OCs. Although the definitions of drug generations were not completely similar in the included studies, they did not affect the pooled OR, because of the much less weight of studies with incongruent definitions (4, 19, 30, 32) (Figure 2-4) . However, the calculated pooled OR might have been underestimated; because (i) it was not possible to completely eliminate publication bias, particularly in the case of OR calculated for the firstgeneration OCs; (ii) some pharmaceutical companies might refrain from disclosing the results of studies to protect personal benefits, resulting in an increase in publication bias (47) ; and (iii) the use of rr calculated from the community data (especially from cohort studies) is generally less frequent, when compared with the results obtained from matched regression analyses. Furthermore, the differences in the incidence rate of VTE with the use of first-, second-, and third-generation OCs might be attributed to the differences in the populations of women taking these drugs, because new users have a tendency to use new generations, but old users prefer to use the same drug that they had been using. Moreover, new users might consist of women who are genetically predisposed to VTE or have an acquired susceptibility to VTE. In this context, it has been shown that older users are resistant to the complications of the drug, which might result in erroneously reporting a higher risk of VTE in newer generations, when compared with older generations. However, as drug use duration had not been adjusted only in one study (14) the presence of confounding factors was very improbable. Limitation One of the most important limitations of the present study was the meta-analysis nature of the observational studies. The observational studies, with their inherent limitation for the evaluation of all the confounding factors, could not reliably establish the cause-and-effect relationships. Another limitation was the heterogeneity of the studies, resulting in designing of meta-analyses based on random effect model. Although an attempt was made to choose studies similar in methodology and to control the confounding factors, this aim could not be completely achieved even under ideal conditions. Therefore, in the present meta-analysis, the definitions, controls for confounding factors, and study populations in the studies included were different to some extent. For example, the methods used to diagnose and confirm thromboembolism in the selected studies were not similar. Although only the data of confirmed cases were included in the meta-analyses, as the diagnosis of thromboembolism was hampered by limitations, some patients might have been erroneously classified, thus influencing the results.
Advantages
In the present study, the databases were extensive searched and attempts were made to contact the corresponding authors for acquisition of data. More importantly, apart from evaluation of the effects of all the OCs, the results were reported separately for all the three generations of OCs. This analysis significantly contributed to decreasing bias, and among the four analyses, only one had selection and publication biases. Another advantage of the present study was the elimination of data of switchers (women who changed the drug that they used owing to pooled side effects) because changing of the drug has been reported to increase the risk of VTE (19) .
Conclusion:
It seems that the risk of VTE was not the same between different generations of OCs, with third-generation OCs presenting the highest risk. The use of second-and third-generation OCs increased the risk of VTE by up to threefold and 4.3-fold, respectively. Nevertheless, further clinical trials in relation to the effect of newer generations of OCs on different communities are necessary.
